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2.1 Summary/Abstract Attachment e . . .
Discussion of Reported Effects:
Inseminated Wistar rats were daily treated orally by gavage with 100, 300 or 1000 mg “/kg

body weight from day 6 to day 19 p.c.The substance was formulated in 0.5 % carboxymethylcellulose
in demineralized water. The group size was 7 at 100 mg/kg (two females with implantation sites) or 4
at 300 and 1000 mg/kg. The fetuses were delivered by cesarean section on day 20 p.c. Investigations
were performed on the general tolerance of the test compound by the females as well as on its effects
on intrauterine development (pregnancy rate, number of fetuses and resorptions, external findings in
the fetuses, fetal weight and fetal skeletal malformations and variations (wavy ribs only)).

Two animals of the 300 mg/kg group and all animals of the 1000 mg/kg group were found dead or
were killed for human reasons between days 7 and 13 p.c.
At the 300 mg/kg level and above the animals showed severely decreased feed intakes and
correspondingly reduced feces as well as severe body weight loss after start of treatment, sunken
flunks or piloerection. Increased water consumption and increased urination occurred at the 100
mg/kg level and above.

- - Gross necropsy showed pale, enlarged, soft kidneys or pale liver, respectively, in the 300 mg/kg

group. At the necropsy of the animals in the 1000 mg/kg group only signs of general autolysis and no
specific changes were found.

Due to the early death of all animals in the 1000 mg/kg group (see above) evaluation of the
reproduction parameters was not possible in this group.

The pregnancy rate was unaffected and the resorption rate did not reveal treatment related effects at
levels up to and including 300 mg/kg.

Fetal weight was severely decreased at the 300 mg/kg level.

Furthermore, the skeletal evaluation revealed malformations (dysplasia of forelimb long bones and
scapula) and variations (wavy ribs) in a high incidence (72 % of fetuses affected) in the 300 mg/kg
group.

Two fetuses (7 %, one affected litter) of the 100 mg/kg group also showed wavy ribs. The incidence

of this finding in the 100 mg/kg group was, however, within the normal scattering range for the strain
of rats used and was thus considered incidental.

Conclusions:

In this study, decreased fetal weights as well as skeletal malformations and
variations occurred at the 300 mg/kg level.

Final evaluation of these findings, however, should be based on a succeeding
guideline study and not on the limited data available from this screening study.




